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ABSTRACT 

PROBLEM TO BE SOLVED: To obtain the subject derivative useful as e.g. an 
antiinflammatory agent or antiallergic agent in an industrially 
advantageous way by reaction of a specific triazoloquinoxaline compound 
with a phenyl group-bearing nitrogen- containing heterocyclic compound and 
a dihaloalkane . 



SOLUTION: This triazoloquinoxaline derivative of formula III is obtained by 
reaction of a triazoloquinoxaline compound of formula I (R(sup 1) is H, a 
lower alkyl, (substituted) aryl, heterocycle or cycloalkyl; W is a valence 
bond, (substituted) methylene or (substituted) ethylene; R(sup 2) is H, a 
lower alkyl, lower alkoxy or halogen) with a compound of formula II ( (n) is 
an integer of 1-3; a broken line portion is a single or double bond; Z is C 
or N; Ar is H, a (substituted) aryl or heterocycle; B is 0, a (substituted) 
aryl or heterocycle) (e.g. 4-diphenylmethylenepiperidine) and a compound of 
the formula X-A-X 1 (X and X 1 are each I, Br or CI; A is an alkylene) (e.g. 
l-bromo-3-chloropropane) . 
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[0031] 9dfe0f8 

4,5-xt Ho-1- ^f-/H-(3-(4-(y7i-/Wf^) 
f^^y-l- AM rnbVH (1,2,4) M)7Va 
U,3-a) ty^tyy (2_) 
[<k2 1 ] 




2.26g (7)4.5-xt Ko-1- *f-/Ml,2.4) b D7Vn 
(4.3-a] ^y^llyi:2.55g COl-S^x^/M^H? 
"^J^tl-Kg cOl-yo^r-3- ^nnTn^ySrZOml 

7£T2.51g <MlV*7K t- yh^yK^OmlOv^f- 

fc. 4.08g <0$«fe*ti&*1#fc. 20mlcO7-feh 

V*JflVvr£«fefl£i!fc»L'C. 2.95g OffiBft&tt 

(2.) friKllfitlA& LT#fc (63% JR*) . 

[003 2] mp:175-185'C (fltf) 
IR(KBr) cm-i; 1508.1011.746,704 
iNMR(CDC13) 5- : 7.46-7.41 (5H,m).7.27(4H,t,J=7.3) ,7. 
17(3H,td,J=7.6,1.4).6.94(lH,d,J=8.3).6.89(lH.t,J= 
7.8),4.42(2H > s).4.22(lH,s),3.37(2H,t,J=7.3),2.77(3 
H , s) , 2. 47 (8H , brs) , 1 . 83 (2H , qui nt, J=6 . 9) 

[0033] m&M9 

4,5-> ? t Ko-1- Xj->\r5-[3-[4-<,K>yAM tr^'J 
W-\-AM TdMM [1,2,4) HJ7Vo(4.3-a] 
*J*WV (3J 
[-ft2 2] 



(3) 



2.26g 04,5-^h Ho-1- *f-;Hl.2,4] MJ7Vn 
(4,3-a) 3-.ZdMfyyfc2.26g <D4-*.yV>f ^tf^ II ^* 
y • *SI?Jgfcl.59g <91-7nq£-3- ?DurnAy£20 

fB^^SrSsJoLT, i^on^yTttiBUt. #5 
A^D"7h/57-f-(cJ:")««LT. 2.91g <?>WMfc 

(3_) £6feHttfcLTt#£ (70% lR$) . 
[0 0 34] mp:72-73T; 
7C§R#flr: C31H29N50 fc LT 
ltiTfi:C,72.26:H,7.03;N,16.85 
S£fl:C.72.4l:H.7.l7:N, 17.04 



IR(KBr) cm-': 3451,2928,1710,1686,1560,1504,1433,1 
267,984,748.700 

i NMR (CDC13) S : 7. 95-7. 92 (2H, m) ,7. 58-7. 54 (1H, m) , 7. 4 
7(3H,t,J=7.8),7.35-7.22(lH,m),6.99(lH,d,J=8.3),,6. 
90 (1H , t , J=7. 3) , 4. 44 (2H , s) 3. 41 (2H , t , J=7. 3) , 3. 30-3. 2 
9(lH.m),2.99(2H,d,J=11.7),2.77 (3H,s) ,2.43(2H,t, J= 
6.8).2.13(2H,dt,J=10.7,3.4),1.90-1.82(6H,m) 
MS:415(M+) 

[0035] HJtfll 0 

3-^ ^-;p-9-(3- (4- x ^/kx f-uy) f< U S^y-l 

- rne;|/)-9H(1.2,4] MJ7Vo(4,3-a) ^y 
X-f 5^V-;l/ • 77;im (4.) 
[1L2 3] 



(8) 



HWP9-328484 




HOOC 



COOH 



4] M>7Vo(4,3-a] */aMfy >'*>ffcb9^** 
/l^(l,2M) by TV'oU.^) <yX>f S^V-^S 
fflvvtfBMteft ( 4 ) *)7 'J -f*Sr«i«ft«fc LT» 

lift^ft (4.) **ffiffl*t LTftfco 

[00 3 6] mp:103-106T; 
7C*#*r: C30H31N5 • C4H404 ■ 0.75(H20) fc LT 
ltS:tt:C,69.08;H,6.22;N, 11.85 
ai£tt:C,69.01;H,6.16;N,11.55 

[00 3 7] HJfcflJl 1 

4,5-ytH o-l- ^ f-yU-5- [3- (4- ( x7 x fl/y 
b^iJ5/»-W;W-2-^f-;WrntVH (1,2,4] HJ 

r/D(4,3-a] (5_) 

[ft2 4] 



(5) 



(4) 

HI(SCTli:(5l«tLT. 1-70^-3- ?uuyunv<r> 

XWMC&k ( 5_) SrSfeHfrt 
[0038] limftm : G2H33N5 • 0. 5(H20) LT 
tWffi:C,69.08;H,6.22;N, 11.85 
38Sffi:C,69.01;H,6.16;N, 11.55 
iNMR(CDC13)5: 7. 46(1H, d, J=7. 9) , 7. 38-7. 22(4H. m) .7. 
20-7.13 (3H,m),7.10-7.08(4H,m), 6. 97(lH,t,J=8.3),6.8 
9(1H , t. J=7. 8) . 4. 44(2H. s) . 3. 53 (2H,d , J=6. 8) , 2. 78(3H . 

s), 2.63-2.31 (10H,m).1.98(lH,m), 1.72 (3H,d,J=6.9) 
MS:490(M+H)+ 

[00393 mtmn 2 

4,5-vh Fn-1- 7 , DhVl/-5-(3-(4-(v'7x-;Mf-l^ 

y) tM)y>-i- rntvp) d,2,4] by rv* 
0(4, 3-a] dfydftfyy (6) 
[fc2 5] 




mtWlkffllMcLT, 4,5-^'hFn-l- >f-/Hl.2, 
4) MJTV*n[4.3-a) ^fVdf^'J Vtf9fU?Dfc4,5-v 
t Ko-1- Tof;Kl,2.4] hUTV'n(4,3-a] JfVJf 
■*y i^fflvvcaMHfc&ft (6.) Sr&S&Iltti: LT# 
fc. 

[004 0] IR(KBr )cri; 2946,2810,1557,1502,147 
3,1009,702 

>NMR(CDC13)S: 7.43(lH,d. J=7.8),7.29-7.12(llH,m) , 
6.97(lH,d,J=7.8),6.89(lH,t,J=7.8),4.43(2H,s),3.40 
(2H,t,J=7.),3.10(2H,q.J=6.8)2.50-2.17(12H,m),1.86 
(2H, quint, J=6.8),l. 47 (3H,t,J=6.8) 
MS:504(H+H) + 

[004 i ] mmmi 3 

4,5-vtFo-l- .Xf-/l^5-(3-(4-((4- 7dd7i- 

iv) 7i-;Mfi/y] t^'jy'y-i- 4;io rot 

/M (1,2,4) h'JTV"n(4,3-a) *V*-tyy(7) 



[fc26] 




(6) 




(7) 



Htfe^JltlHltttcLT, 4-( y'7i-;Wfl/y) 
y yy<?)fti) 9 K4-( (4-?nn?ii;H 7i ~)VX + 
uy) l^ys/y£JlHvCMHfr&ft (7.) £t8ft&tt 

fat LTt&fc. 
[0042] dip: 165-167'C 
7C*^«f: C31H32N5C1 -0.25(H20) bLX 
fWM:C72.36;H.6.37:N. 13.61:0.6.89 
$Kg€:C,72.30:H,6.32;N,13.51;C1.6.85 



(9) 



ftHFP9-3 28484 



IR(KBr )cr»: 2960,1684,1611,1557,1504,1487,1431,7 
56 

iNMR(CDC13) 5-: 7.46<lH,dd.J=7.8,6.8),7.31-7.20(7H, 

m),7.10-7.04(3H,i).6.97(lH,d,J=8.3),6.91(lH,t,J=8. 

3) , 4. 44(2H, s) ,3. 41 (2H, t, J=6.8) ,2.77 (3H,s) , 2. 55-2. 

38(10H,m),1.87(2H,quint,J=6.8), 

MS:509(M+) 

to 04 3] mmii4 

4,5-^'t h'n-1- ^^-;l-5-(3-(4-(t'>,( p-HJ/U) ;>< 
^-Uy) t^'J^'y-l-f/H TOW [1,2,4] h'J 
7/o(4,3-a) (8.) 
Hfc2 7] 



(8) 



>-<Oft*)0tC4-( fX(p-h'J/W) WJy 
>-£ffl<,vtitS4"L£!ft (8.) £6fe3SHifcL-a#*:„ 
[0 044] m P :160-162°C 
7C5g##f: C33H37N5t LT 
H-*ffi:C,78.69;H.7.40;N,13.90 
8!]5£ffi:C,78.81;H,7.15;N, 13.85 
IR(KBr )cr>: 2952,2798,1611,1551,1510,1468,1429,1 
350,1282,820,745 

'NMR(CDC13)S: 7.45(lH,dd, J=8.3, 1.5) ,7.21 (lH,t,J= 

8.3),7.08(4H,d,J=7.8),7.01-6.97(5H,m).6.90(lH,t > J= 

8.3),4.44(2H,s),3.43(2H,t.J=7.3).2.77(3H,s),2.48- 

J K - 





2.40(10H,m),2.32(6H,s),1.87(2H, quint, J=6.8) 
MS:504(M+H)+ 
[0045]»ajl5 

4,5-vh h'o-1.6- y7f^5-fr(4-(y'7i-/Wf 
uy) h-^U^'y-1- AM TDtVH (1,2,4) MJ7 
Vn (4, 3-a) * 7 df* 'J > ( 9) 
UL28] 



(9) 



Sftfll fcBKfcl/C, 4.5-^'t h'o-1- **M1.2. 
4) M)7Vn(4,3-a) * 7 dp^'J VtfJffcbO £4,5-*/ 
t h'o-1, 6- xVf-;Kl,2,4] HUrVD(4,3-a)^y 
^'Jy^vc&jgtt^ft (9_) ^afe@*tLT» 

[0046] 7cS^$f : G2H35N5 • 0. 5(H20) £ LT 
ftStt:C,77.08;H.7.28:N.14.04 
Sl5£ffi:C > 77.12;H.7.34;N,13.86 
^(flUCDCB) £ : 7.37(lH,dd,J=8.3,1.5),7.34-7.22(5H, 
m).7.21-7.08(8H,m),4.25(2H,s),2.76(3H,s),2.73(2H, 
t,J=6.8),2.48-2.26(HH,m),1.76(4H,m) 
MS:490(M+H)+ 

[0047] mmmi e 

4,5-i^'h Kn-1- yf-;t~5-(2-(4-(v7x^M^l/) 
tV^^y-l- -f/P) xfvM (1,2,4) MJ7V"a(4,3 
-a) Jfy^-t'jy • 7-?/H?i& ( 10 ) 
[1"L2 9] 




HOOC 



COOH 



m&M 1 1 nmz ix , 4-^7 x u > 'j 

y^bDtl-v : 7x-;Mf-;l/h°^7y>Srfflv\ l- 
7*0^-3- 7va7'a/iy(r>itb r )t l zl-J'n*:-2- 7o 
v^fyZm^XmMitSfyl ( J_0) 07U-^5r?i^ 
Vntlxntz. Z.<07V-fcZx.?J-Mz®Ml,. 7 
■7;t@tR«JS^. tfffiUcfcy^iFilU x?7- 
/l^T-a^L^mtc^LT. ^Hft^J ( 1_0) 

ma&iLxwz, 

[0048] mp:171-172T 
jaR^ff: C29H32N65 • 1.25(C4H404) t LX 
It»I:C,66.98;H,6.12;N,13.78 
aJ^il:C,66.88:H,6.17;N, 13.51 
IR(KBr )cr>: 1702,1502,1276,984.752,648 



(10) 

>NMR(CDC13)S: 7. 45(lH,dd, J=8. 3. 1. 5) ,7. 41<4H, m) ,7. 
27(4H,t.J=7.3).7.21(lH.m), 7.17(2H,t,J=7.3),6.92- 
6.88(2H,m),4.51(2H.s),4.22(lH,s),3.47(2H,t.J=6.8), 
2 . 76 (3H , s) , 2 . 66 (2H, t , J=6 . 8) , 2. 55 (4H , brs) , 2 . 42 (4H , b 
rs) 

[0049] mmmi i 

4,5-^'t Ko-1,4- ^f;W5-(J-(4-(j/'7i-;Mf 

uy) t^u^'y-i- rntr/io (1,2, 4) j-yr 
y'D(4,3-a) *;*iroy ( 1 1 ) 

[^3 0] 



(10) 



ffHiH I 9-3 2 84 84 




(11) 



HMU tmmzlX, 4,5-xt Ko-l- 
4) hU7Vo(4,3-a) =Jf y^'J VOftbO t4.5-y 
th'n-1,4- ^f-;Kl,2,4] MJ 7Vn (4, 3-a)* / 
y*JBvvetWMfc£» (JUL) LT 

ttfc. 

[0050] TtS^-ff : C32H35N5fc L-T 
ft»ffi:C,78.49;H,7.20;N. 14.30 
9JStt:C,78.69;H.7.37;N. 14.01 
IR(KBr )cm-': 2930,1553,1502,1468.1429,1350,1282.7 
50,704 

1 NMR(CDCB) 5 : 7.46(lH,d. J=7.8) ,7.29-7. 25(4H,m), 7. 
22-7. 16(4H, m) , 7. 12-7. 10(3H,m) . 6. 93(1H, d, J=7.8) , 6.9 
0(lH,t,J=7.3),4.88(lH,q, J=6.8) ,3.57(H, quint, J=6. 
8).3.21(lH.quint,J=6.8),2.78(3H,s),2.47-2.40(10H. 
m),1.84(2H,quint,J=6.8),1.27(3H,d, J=6.9) 
MS:490(M+H) + 
[00 51]»Sffll8 

4,5-xtKn-l- .X^-5-(3-(4-(7x-/M2- t'Jy 

^Mif-i^y) t^'j^y-i- AM rntw (1,2, 

4] M)7Vo(4,3-a) jr/^f'Jy (12) 
[ft3 1 ] 



(12) 



Wm\ tlaltttcLT. 4-^7 x^Wfl/yt^'jy 
>"OfU.9(;:4-( 7x^/K4- tfJiMO t" 
^'Jyy^fflV^IIft^l (12.) £Sfi*S.P B i: LT 

ttfc. 

[00 5 2] mp:183-185°C 
TzMftft: C30H32N6 • 0.25(H20) t IX 
lt*<l:C74.89;H.6.81;N, 17.47 
aiJ^ffl:C,74.81;H,6.75;N,17.70 
IR(KBr )cnr': 2907,2894,1584,1508,1451,1429.1134,7 
48,702 

1 NMR(CDC13) S : 8.60(lH,dd.J=5.5,1.8) ,7.60(lH,td,J= 

7.9,1.8),7.45(lH,dd,J=7.9,1.8),7.32-7.10(8H,m),6.9 

8(lH,d,J=7.3),6.89(lH,t.J=6.7),4.44(2H,s),3.41(2H, 

t,J=6.7), 2. 77(3H,s), 2.57-2.41 (lOH.m), 1.87(2H,quin 

t,J=6.8) 

MS:476(M+) 

[0053] mmmi9 





4.5-^'hHD-l- ^f-/U-5-(3-(4-(t'X(2- fx^;W 

e^y^y-i- AM rnt/n (1,2,4) h 

U7V'n(4,3-a) df/^yy ( 13 ) 
Ht3 2] 



(13) 



$mM 1 b LT , 4- y'7 x -;l-^ ?■ U y tf** 'J y' 
yoftbDK4-( fx (2- f-x-;p) ^-fpy) e^'J 

vyzm^xmmt-sm (13) *jjfeisftt u-at 

[0 0 54] mp:175.5-178 4 C 
7E3l##r: C27H29N5S2t LT 
WMt:C,66.50;H.5.99;N.14.36 
S!l£tt:C,66.13;H,6.07;N,14.07 
IR(KBr )cm-i: 2952,2806,1506,1429,750.704 
iNMR(CDC13)S: 7.46(lH,dd,J=8.3,1.5),7.25(2H.dd.J= 
5.4,1.2),7.21(lH.d,J=7.3),6.99-6.95(3H,m),6.85(lH, 
d,J=3.4),4.44(2H.s),3.41 (2H,t,J=6.7) ,2.77(3H,s), 
2.59-2.32(10H,m),1.86(2H,quint, J=6.8) 
MS:487(M+) 

[00 55] »£ff>J2 0 

4.5-vt Kn-1- ^^-5-(3-(4-(t'X(2- 7 Oils) X 

f-uv) hr^'ji/'y-i-^^) rot;n (1,2,4) M> 

7Vo(4,3-a) dfy^ijy ( 14 ) 
[<fL3 3] 




(14) 



0WI1 fcH&tcLT, 4-^"7x-;Mf-u->-tr'<'j^ 
>Oftb9£4-( t*7.(2- 7U^)^fl/>) ^V'J 

>&m^xmmiki!®>) (±a) zm&mftt ixntc. 

[0056] 7€%#Vf: C27H29N502i: IX 
lt«ffi:C,71.19;H.6.42;N. 15.37 
S!IS<1:C,71.08;H,6.22;N.15.17 
lR(KBr )cr»: 2952,2902.1555,1508,1429,1348,1288,1 
152,1013.748 

iNMR(CDC13)S: 7.47(lH,dd,J=7.8.1.0),7.40(2H,d,J= 

2.0).7.24(lH,d.J=8.3).6.99(lH,dd,J=8.3,1.0),6.94(l 

H,t,J=7.8),6.40(2H,m),6.15(2H,d,J=3.4),4.42(2H.s), 

3. 45 (2H , t , J=6 . 8) . 2. 78 (3H , s) , 2 . 75-2 . 52 ( 10H . m) . 2. 05 

(2H,brs) 

K5:455(M+) 

[0057] mmm2 1 



(11) 



tW^- 3 284 84 



4,5-i/t HD-1- 7 x -)l-5- [3- [4- ( v 7 x -/M f - U 
y) tr^U^-l- >f;H rnt;H (1,2,4] HJ7V 




HM^iJ 1 tR«CLT4,5-^t Kn-1- *?-;Kl,2.4) 
h 'J r/a (4, 3-a) * ^ * -fr U VfJffcb 0 14. 5-5>t H 
D-l- 7x-;Kl,2.4) Ki7/D(4,3-a) 

y^m^xmmit^m as ) **ifeH*i: 

[00 58] TtSfrflf: C36H35N5t LT 
lt*M:C.79.73;H.6.50;N,13.82 
SISffi:C,79.51;H.6.44;N,13.77 
IR(KBr )cr»: 2952,2902,1555,1508,1429,1348,1288,1 
152,1013,748 

>NMR(CDC13)S: 7.70-7. 41 (5H,m) ,7.47-7.40(3H,m) ,7.2 
4(lH,d,J=8. 3), 6.99-6.94 (2H,b), 6.44-6.31 (2H,b), 6. 12 
(2H,d,J=6.7),4.42(2H,s), 3.44(2H,t.J=6. 7) .2.78-2.4 



D(4.3-a] *J*WV (15) 
[<t3 4] 

<>C (15) 



4(10H,m).1.78(2H,brs) 
MS:543(M+H)+ 
[0059] 

ifmmuk] #fS0ji<ojS (i) taunt* (hot 

'J ( I V) *«jftt* fMfc«5Mfettfl&3foO 

mmtimtx, * ov) T*%ti&ft,4rw>m$ 



(51) Int. Ci. e R8K9 ffrtSS*^ FI Sffi«j%tt0r 

A6 1K 31/55 ABF A6 1 K 31/55 ABF 

(C0 7D 487/04 

241:40 

249:08) 
(C0 7D 487/04 

235:30 

249:08) 
(C0 7D 487/04 

243:14 

249:08) 



